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DNA in chromatin is highly folded. Is it kinked? And
does it kink in other situations? _ .

CHROMATIN is the name given to chromosomal material
extracted from the nuclei of cells of higher organisms. It
consists mainly of DNA and a set of small rather basic
proteins called histones. Other proteins and RNA are
present in lesser amounts (sec for example ref. 1). Early
X-ray work (for review see ref. 2) suggested that there was
a structure in chromatin which repeated at intervals of
about 100 A. More recent work using nucleases™* has
shown that the DNA in chromatin exists in some regular

fold which repeats every 200 base pairs, the best value -

currently being 205+ 15 base pairs®,
The most cogent model for chromatin has been put
forward by Kornberg® who suggested that the basic struc-

ture consists of a string of beads each containing two each

Fig. 1 ;General view of a model of a kink, taken from the side.
For this model d =0, ¢ =98°, D=8 A and 6 = 23° (see

text). The two short lengths of backbone, connecting the two

stretches of straight helix, can be seen at A. The region of van

der Waals® contacts between backbones, which limit the kink
angle , is near B, - 3 -

of the four major histones, each bead being associated with
about 200 base pairs of DNA. Linear arrangements of
beads (in a partly extended form) were first seen in the
electron microscope by Olins and Olins’ and called by them
v-bodies. The exact diameter of a bead in the wet state is
rather uncertain but it is probably in the region of 100 A.
Kornberg’'s model suggested that DNA, when associated
with histone, is folded to about one-seventh of its length.
This is the value deduced by Griffith* from electron micro-
graphs of the mini-chromosome of the virus SV40. A
similar value has been obtained by Oudet er al® from
measurements on adenovirus 2. Other compact models
have been proposed by van Holde es al.'* and Baldwin
et alV.

Thus the DNA in chromatin, even at this first level of
structure, must be folded considerably since its length is
contracted to about one-seventh. Moreover, the basic repeat
of 200 base pairs (which is 680 A long in the B form of

. DNA) must be folded into a fairly limited space having the
dimensions of about 100 A® (ref. 6).
. - We have found it very difficult to estimate just how much

energy is required to bend DNA “smoothly” to a small
radius of curvature, say 30-50 A, bearing in mind that
these numbers are not many times greater than the diameter
of the DNA double helix, which is about 20 A, and that
bending a helix destroys its symmetry. We have formed
the impression that the energy might be rather high. We
therefore asked ourselves whether the folded DNA may
consist of relatively straight stretches joined by large kinks.
This paper describes a certain type of kink which can be
built rather nicely and has interesting properties.

The stereochemistry of a kink

No doubt other types of kink could be built, but we have
concentrated on one special type which we consider to be
rather plausible. We have assumed that all the base pairs
of the double helix are left intact (so that no energy is lost
by unpairing them), that the straight parts of the DNA on
each side of the kink remain in the normal B form, but
that at the kink one base pair is completely unstacked from
the adjacent one. Thus at each kink the energy of stacking
of one base pair on another is lost. Naturally all bond
distances and angles (including dihedral angles) have to be
stereochemically acceptable.

We find that, given these assumptions, one can con-
vincingly build a neat kink, having a large angle of kink,
in one way only; or, more strictly, in a family of ways all
very similar to each other. The double helix is bent towards
the side of the minor groove. This can be seen in the photo-
graph of one such model shown in Fig. |.
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Fig.2 View of part of the model of Fig. 1 taken approximately

looking down the pseudo-dyad. It shows two base pairs, one

on either side of the kink. The rest of the model has been blanked

out for easier viewing. The two arrows point to the C ,~C;’ bonds

at which the chain conformation is changed by kinking—see

Fig. 3. The letters A corres}gond to the region marked A in
ig. 1.

The structure can be built with an approximation to a
dyad axis passing through the kink, though we cannot see
any strong reason why such symmetry is essential in
chromatin. A partial view looking along the pseudo-dyad is
shown in Fig. 2.

To our surprise the configuration of the backbone at the
kink can be made similar to that of the normal backbone
of the B form except that the conformation at the C/-Cs’
bond in the sugar is rotated 120° about this bond, going
from one of the possible staggered configurations to another
one as shown in Fig. 3. (We haye arbitrarily kept the same
pucker of the sugar ring as is found in the B form of
DNA)

The structure of the backbone at the kink is not one of
the preferred configurations that have been listed’* ' since
these involve a weak CH - - - O close contact between the
hydrogen attached to either C; of a pyrimidine or Cs of a
purine and the O;" of the sugar, and by its very nature the
type of kink we have assumed cannot have this at every
position. In our model this contact is absent for one base
of each of the base pairs immediately adjacent to the kink.
As explained above, however, the backbone configuration
is sufficiently close to that of the B form of DNA (except
for the torsion angle about C,-C;") that we feel it is
acceptable stereochemically.

The nature of the base pairs on either side of the kink
is immaterial to the model though presumably the energy
required to unstack these base pairs will depend to some
extent on their composition. We have found it difficult to
estimate the free energy involved. It is probably a few
kilocalories. It is obviously desirable that this figure should
be determined as accurately as possible since the ease of
making kinks depends on just how big it is. Another
important question is how much a DNA double helix can be
bent before it kinks. If we denote the mean curvature by k
(where x equals the reciprocal of the radius of curvature)
then we would cxpect the energy of deformation of a
uniformly bent helix, per unit length, to increase at least
as fast as x* For a kinked helix, on the other hand, this
energy increases only as K. In this case X is the mean
curvature’ of the scgmented double helix which is propor-
tional to the number of kinks per unit length, Thus, as is
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intuitively obvious, at small x the double helix will bend,
while at large x it will kink. The value we should like to
know is the radius of curvature at which it changes from
bending to kinking.

There is probably an appreciable activation energy to
the process of making a kink since the C,/~C;’ bond must
pass through the eclipsed configuration. For this reason
we consider kinks of this type with a kink angle of about
half the full 100° to be unlikely.

Common features of the family

A number of very similar structures can be built along
these lines and it is not obvious which is to be preferred.
They all have certain features in common.

(1) The axes of the two straight parts of the DNA do
not necessarily intersect exactly, but may be separated by
only a small distance, d, typically about 1 A or less. Note
that d has a sign. (2) The angle between the two axes, «
(projected, if necessary, on to a plane perpendicular to the
line joining their points of nearest approach) is easily made
more than 90° but approaches 100° with difficulty. The
model shown in Fig. 1 has a=98°. At the maximum angle
(for any particular model) the backbone of one straight
part starts to touch the backbone of the other chain of the
other straight part. This contact, marked B in Fig. 1 has
a (local) dyad axis. (3) If we define the kink point as the
point where the local helix axes, on either side of the kink,
intersect (or, if they do not intersect, then the midpoint of
the shortest straight line between the axes) then the dis-
tance, D, from the kink point to the plane of the nearest
base pair is appreciable and typically in the region of 7-8 A.

To introduce our fourth point we must first consider the
relationship between three successive straight portions; that
is, two kinks in succession. We assume that every kink is
exactly the same. The structure formed will depend on the
precise number of base pairs between the kinks. (It should
be remembered that the B form of DNA has an exact
repeat after ten pairs.) For example, if there are ten (or a
multiple of ten) base pairs between two kinks, the structure
will bend round into, very roughly, three sides of a square.
If there are five base pairs between kinks (or an odd mul-
tiple of five) then the structure will approximate to a zig-
zag. In short the dihedral angle for three successive straight
portions will depend on the exact number of base pairs
between the two adjacent kinks.

We can now state our fourth point. (4) The kink imparts
a small negative twist to the DNA. This is most easily
grasped by imagining that the kink is made in two steps;
first, the two base pairs to be unstacked are unstacked
in the axial direction without kinking the backbone—this

Fig. 3 Diagrams of the deoxyribose ring showing the approxi-

mate conformation at the C,’~C,’ bond (a) in the normal straight

B form of DNA, and (b) in the proposed kink; the two sugars
affected are marked in Fig. 2.
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